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Remarks 

Restriction Requirement/Election of Species 

Applicants hereby affirm their election of Group IV, claims 12-15. 

Amendment of claims 

All claims withdrawn due to the restriction requirement (claims 1-11, 16-22) are hereby 
canceled. Claim 12 is amended to delete unnecessary language from the preamble of the claim, 
and to incorporate the limitations of claim 15. New claims 23-25 are supported in the 
specification at p. 40 (specific induction of hMUC2) and pp. 25-28 (design of screening assays). 

Rejection Under $112, 1'^ Paragraph 

Claims 12-15 were rejected as lacking enablement and written description under §112, 1'^ 
paragraph. Applicants respectfully traverse. 

Applicants submit that both the enablement and the written description rejections are 
rendered moot by the amendments above, which limit the pending claims to hCLCAl and delete 
"fragmenf language. With regard to description of hCLCAl, AppUcants point out that hCLCAl 
was aheady sequenced and published at the time the application was filed (see A.D. Gruber et al., 
Genomics (1998) 54:200-14, reference AH). 

Rejection Under $ 102(b) 

A. Gandhi et al. 

Claims 12-14 were rejected as anticipated under §102(b) over R. Gandhi et al., J Biol 
Chem (1998) 48:32096-101, reference AG ("Gandhi"). Applicants respectfully traverse. 

Gandhi disclosed the cloning and expression of the mouse protein mCLCAl. Gandhi 

noted that the sequence identity between mCLCAl and hCLCAl is only 53% (see Gandhi, p. 

32097, col. 2), and that mCLCAl is expressed "in a wide variety of tissues", finding expression 

in spleen, kidney, lung, liver, and brain (Gandhi, p. 32098, col. 2). 

"The tissue expression patterns of bCLCAl, Lu-ECAM-1, hCLCAl, and mCLCAl are 
quite different. . . . This heterogeneity in tissue expression suggests differences in function, 
regulation, and associated disease among the various members of a structurally distinct 
family of chloride channels." (Gandhi at p. 32100.) 
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As noted above, the claims have been amended to claim the use of hCLCAl. As 
hCLCAl and mCLCAl are distinctly different proteins, Gandhi fails to anticipate the claimed 
invention. 

B, Gruber et al. 

Claims 12-15 were rejected as anticipated under §102(b) over A.D. Gruber et al., 
Genomics (1998) 54:200-14, reference AH, ("Gruber"). AppUcants respectfully traverse. 

Gruber disclosed the sequence and expression of hCLCAl, including expression in HEK 
cells and exposure to DIDS, DTT, niflumic acid, and ionomycin with resulting changes in the 
Ca^^-sensitive CI' current (Gruber at p. 201, col. 2). 

However, although Gruber suggested that "human CLCAl . . . may be involved in 
secretory or absorptive processes" (Gruber at p. 210, col. 2), Gruber failed to show any Unk 
between hCLCAl and mucin regulation. Thus, Gruber failed to anticipate the method of 
screening for modulators of mucin expression or mucus secretion, as claimed herein. 

Applicants respectfully submit that the application is now in condition for allowance, and 
solicit such action at an early date. If there are any remaining questions, the Examiner is invited 
to telephone the undersigned at the numbers provided below. 



25 March 2004 

Roche Palo Alto LLC 

hitellectual Property Law Department 

3431 Hillview Avenue - M/S A2-250 

Palo Alto, CA 94304 

Direct: 650-855-5311; Fax: 650-855-5322 
grant.green@roche.com 




Reg. No. 3 1,259 

Director of Intellectual Property Law 
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Appendix B 

What is claimed : 

12. A method of screening for a compound that modulates mucus secretion, the method 
comprising the steps of: 

a) contacting hCLCAl with the compound; and 

b) detecting hCLC A 1 activity. 

13. The method of claim 12, wherein hCLCAl is: 

a) expressed on a cell or tissue; or 

b) immobilized on a solid support. 

14. The method of claim 12, wherein the compound is: 

a) an antagonist of hCLCAl activity; or 

b) an agonist of hCLCAl activity. 

23. A method of screening for a compound that modulates mucin expression, said method 
comprising: 

a) contacting hCLCAl with a compound; and 

b) detecting mucin expression or transcription. 

24. The method of claim 23, wherein mucin transcription is detected using RT-PCR. 

25. The method of claim 23, wherein mucin transcription is detected using a reporter gene 
operably linked to an hMUC2 promoter. 
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